Anti-tumour effect of aromatase inhibitor, CGS16949A, on human breast cancer cells.
The growth inhibitory effect of a new non-steroidal aromatase inhibitor, CGS16949A (Fadrozole hydrochloride: [4-(5,6,7,8-tetrahydro-imidazo-[1,5a]-pyridin-5-yl) benzonitrile monohydro chloride]) was studied in human breast cancer cells MCF-7 and T47D. The aromatase activity of MCF-7 was inhibited by CGS16949A in a dose-dependent manner (IC50: 2.8 x 10(-9) M). The cells were incubated for 120 h in phenol red free RPMI 1640 containing 5% stripped foetal calf serum, 10(-8) M testosterone and various concentrations of CGS16949A. Testosterone-induced MCF-7 growth was inhibited by CGS16949A almost completely at the concentrations as low as 10(-9) M, but was not inhibited by antiandrogenic cyproterone acetate (6-chloro-1 beta,2 beta-dihydro-17-hydroxy-3'-H- cyclopropa[1,2]-pregna-1,4,6-triene-3,20-dione acetate: CPA). On the other hand, the growth of T47D stimulated by testosterone was not inhibited by CGS16949A, but was inhibited by CPA. These data suggested that the aromatization of androgens should participate in the growth of MCF-7 and that one of the growth inhibitory mechanisms of CGS16949A should be the inhibition of the intracellular aromatase activity.